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e-amino group of Ly820 to poly (ethylene 
glycol) group (8) (PBO) , preferably to 

alkoxypoly (ethylene glycol) group (s), more preferably to lower 

me thoxypoly (ethylene glycol) group (s ) . The muteina of this invention have 

the same uses as EPO. In 'particular, the muteins of this 

invention are useful to treat patients by stimulating the division and 

differentiation of committed erythroid progenitors in the bone marrow. 

The present invention also includes a method for the treatment of anemia 

in humans and the use of the muteins for the manufacturing of a pharmaceutical 

agent preferably for such treatment. The present invention also includes 

a method for preparing erythropoietin muteins according to the 

invention, which comprises the production of a glycosylated 

BPO fragment consisting of the amino acids 26-165* (BPO 

26*165) and subsequent fusion of said fragment with a 

nonglycosylated but preferably PEGylated BPO 

fragment consisting of the amino acids 1-28 (BPO 1-28) . 

IT 510776-46-2DP, muteins 510776-47-3DP, muteins 

RL: BPN (Biosynthetic preparation); PAC (Pharmacological activity); SPN 
(Synthetic preparation) ; THU (Therapeutic use) ; BIOL (Biological study) ; 
PREP (Preparation) ; USES (Uses) 

(amino acid sec[uence; preparation of PEGylated and 
diglycosylated erythropoietin with improved 
pharmaceutical properties in induction of erythropoiesis) 
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CN Erythropoietin (human 165 -amino acid isoform) (9CI) (CA INDEX NAME) 
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(preparation of PEGylated and diglycosylated 
erythropoietin with improved pharmaceutical properties in 
induction of erythropoiesis) 
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TI Method for improving the quality of life of patients by administration of 

erythropoietin (RhuBPO) 
IN Zaharia, Veronica C. 
PA USA 

SO U.S. Pat. Appl. Publ., 4 pp., Cont.-in-part of U.S. Ser. No. 872,630. 
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A method for providing various benefits with the administration of 

different quantities of Erythropoietin. The method provides for 

enhancing the of quality of life by administration of 

Erythropoietin before a substantial increases in Hb occurs. The 

improvement in quality of life is independent of the hemopoietic effect. 

In larger quantities the administration of RhuBPO leads to 

repair of vascular damage and leads to the Redistribution o f the 

iron trapped in storage organs, from where it ceuinot be used for 

red blood cell production, into the hemopoietic system leading to enhanced red 

blood cell production 

11096-26-7, Erythropoietin 

RL: PAC (Pharmacological activity) ; THU (Therapeutic use) ; BIOL 
(Biological study) ; USES (Uses) 

(method for improving the quality of life of patients by administration 

of erythropoietin (RhuBPO) ) 
11096-26-7 HCAPLUS 

Erythropoietin (9CI) (CA INDEX NAME) 
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IT 7439-89-6/ Iron, biological studies 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(method for limiting chronic blood loss by administering RhuEPO 
to prevent iron loss and to increase Hb level, increased mean 
corpuscular Hb, and increased red blood cell hemoglobinization. } 
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TI Long-term reversal of chronic anemia using a hypoxia -regulated 

erythropoietin gene therapy 
AU Binley, Katie; Askham, Zoe; Iqball,. Sharif ah; Spearman, Hayley; Martin, 

Leigh; de Alwis, Mahesh; Thrasher, Adrian J.; Ali, Robin R.; Maxwell, 

Patrick H.; Kingsman, Susan; Naylor, Stuart 
CS Oxford BioMedica (UK) Ltd, London, 0X4 4GA, UK 
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DT Journal 
LH English 

AB Anemia is a common clin. problem, and there is much interest in its role 
in promoting left ventricular hypertrophy through increasing cardiac 
workload. Normally, red blood cell production is adjusted through the 
regulation of erythropoietin (Bpo) production by the 
kidney. One important cause of anemia is relative deficiency of 
Bpo, which occurs in most types of renal disease, Clin., this can 
be corrected by supplementation with recombinant Bpo. Here the 
authors describe an oxygen-regulated gene therapy approach to treating 
homozygous erythropoietin*- SV40 T antigen (Bpo-TAgh)- 
mice with relative erythropoietin deficiency. The authors used 
vectors in which murine Bpo expression was directed by an Oxford 
Biomedica hypoxia response element (OBHRE) or a constitutive 
cytomegalovirus (CMV) promoter. Both corrected anemia, but CMV-Bpo 
-treated mice acquired fatal polycythemia* In contrast, OBHRE-Bpo 
corrected the hematocrit level in aoiemic mice to a normal physiol. level that 
stabilized without resulting in polycythemia. Importantly, the OBHRE- 
Bpo vector had no significant effect on the hematocrit of control 
mice. Homozygous Bpo-TAgh mice display cardiac hypertrophy, a 
common adaptive response in patients with chronic anemia. In the OBHRE- 
Bpo-treated Bpo-TAgh mice, the authors observed a 

significant reversal of cardiac hypertrophy. The authors conclude .that 
the OBHRE promoter gives rise to physiol. regulated Bpo 

secretion such that the hematocrit level is corrected to healthy in cuiemic 
Bpo-TAgh mice. This establishes that a hypoxia regulatory 
mechanism similar to the xiatural mechanism can be achieved, and it makes 
BPO gene therapy more attractive and safer in clin. settings. The 
authors envisage that this control system will allow regulated delivery of 
therapeutic gene products in other ischemic settings , 

IT 7439-89-6, Iron, biological studies 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(long-term reversal of chronic anemia using hypoxia -regulated 
erythropoietin gene therapy) 

RN 7439-89-6 HCAPLUS 

CN Iron (7CI, 8CI, 9CI) (CA INDEX NAME) 



Pe 

IT 11096-26-7, Erythropoietin 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study) ; USES (Uses) 

(long-term reversal of chronic anemia using hypoxia -regulated 
erythropoietin gene therapy) 
RN 11096-26-7 HCAPLUS 

CN Erythropoietin (9CI) (CA INDEX NAME) 
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